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Pemphigus Vulgaris (PV) is an autoimmune intraepithelial blistering disease involving the skin and mucous membranes. Oral
mucosa is frequently aﬀected in patients with PV, and oral lesions may be the ﬁrst sign of the disease in majority of patients. In
some patients, oral lesions may also be followed by skin involvement. Therefore, timely recognition and therapy of oral lesions is
critical as it may prevent skin involvement. Early oral lesions of PV are, however, often regarded as diﬃcult to diagnose, since the
initial oral lesions may be relatively nonspeciﬁc, manifesting as superﬁcial erosions or ulcerations, and rarely presenting with the
formation of intact bullae. Lesions may occur anywhere on the oral mucosa including gingiva; however; desquamtive gingivitis is
less common with PV than other mucocutaneous conditions such as pemphigoid or lichen planus. This paper describes the case
of a patient presenting with a one-year history of painful gingival, who is ﬁnally diagnosed as having PV.
1.Introduction
Pemphigus Vulgaris (PV) is an autoimmune intraepithelial
blistering disease involving the skin and mucous membranes
[1].PVischaracterizedbyacantholysisintheepithelium[1].
It aﬀects both sexes almost equally and is more common in
middle-aged and elderly patients [2, 3]. Systemic corticos-
teroid therapy is associated with a dramatic improvement
of the condition; however, complications of medical therapy
remain a concern.
The oral mucous membrane is frequently aﬀected in PV
patients; most of patients present with oral lesions as the
ﬁrst sign of PV [4, 5]. Lesions may occur anywhere on the
oral mucosa, but the buccal mucosa is the most commonly
aﬀected site, followed by involvement of the palatal, lingual,
and labial mucosae [2]; the gingiva is the least commonly
aﬀected site, and desquamative gingivitis (DG) is a common
manifestation of the disease [2].
In many PV patients, the oral lesions are followed by
the development of skin lesions [3, 5]. Consequently, if oral
PV can be recognized in its early stages, treatment may be
initiatedtopreventprogressionofthediseasetoskininvolve-
ment. Early oral lesions of PV are, however, often regarded
as diﬃcult to diagnose, since the initial oral lesions may be
relatively nonspeciﬁc, manifesting as superﬁcial erosions or
ulcerationsandrarelypresentingwiththeformationofintact
bullae [2, 4, 6, 7]. Diagnostic delays of greater than 6 months
are common in patients with oral PV [4]. The average
interval from the onset to conﬁrmation of the diagnosis of
PV has been reported to be 6.8 months [6] or 27.2 weeks [2].
This paper describes the case of a patient presenting
with a one-year history of painful gingiva, who was ﬁnally
diagnosed as having PV.2 International Journal of Dentistry
Figure 1: The initial examination revealed a patchy erythematous
labial gingiva around teeth no. 7 and 8.
Figure 2: Gentle palpation with a periodontal probe elicited some
desquamation of the gingiva around tooth no. 27.
2.CaseReport
A 46-year-old woman was referred to Nihon University
School of Dentistry at Matsudo Hospital with a one-year
history of painful gingiva. The patient noticed peeling of the
gingival epithelium while she brushed her teeth. She had
initially received periodontal treatment, including scaling
and tooth brushing instructions, from a general dentist;
however, she had noted no improvement of the gingival
symptom. The oral lesions occurred in repeated cycles of
remissions and exacerbations. Oral candidiasis was ruled out
by an otologist.
Oral examination revealed localized erosions on the
marginal gingiva of teeth no. 7 and 8 (Figure 1). Nikolsky’s
sign showed a positive reaction, and the epithelium could
be peeled away easily by slightly scratching the surface of the
gingiva(Figure 2).Shehadnoskinorextraorallesions,anda
review of her medical history was unremarkable. Diﬀerential
diagnosis included PV, mucous membrane pemphigoid, and
erosive lichen planus. The cytological smear was performed
before obtaining biopsy specimens. Smears were prepared
by exfoliating from the labial gingiva using a cytobrush
(Medscand Medical AB, Malmo, Sweden). In the cyto-
logical smear, collective acantholytic cells were recognized
(Figure 3). These cells enabled a presumptive diagnosis of
PV to be made. A gingival biopsy was obtained from
Figure 3: Cytological smear of aﬀected gingiva illustrating a
collection of acantholytic Tzank cells.
Figure 4: Histopathologic examination of specimens from the
gingiva. Suprabasial acantholysis near the tips of two adjacent rete
pegs is recognized.
the perilesional site and submitted for routine histopathol-
ogy and the direct immunoﬂuorescence (DIF) test. On
histopathological examination, acantholysis was recognized
immediately above the basal cell layer (Figure 4). DIF was
performed using conjugates for IgG, IgA, IgM, C3, and
ﬁbrinogen, and it revealed deposition of IgG and C3 between
theepithelialcells(Figure 5).AdeﬁnitivediagnosisofPVwas
made based on these clinical and histopathological ﬁndings.
In this patient, although it took only two weeks from her ﬁrst
visit to our hospital until a deﬁnitive diagnosis of PV was
made, one year had elapsed from the onset of the oral lesions
to the deﬁnitive diagnosis.
Topical corticosteroid (0.1% triamcinolone acetonide)
was provided for the treatment of gingival lesions. The
customized trays were used in order to occlude the topical
corticosteroid. The lesions diminished signiﬁcantly during
the four weeks topical corticosteroid therapy.
3. Discussion
DG is a clinical manifestation of the gingiva that is charac-
terized by desquamation of the gingival epithelium, chronicInternational Journal of Dentistry 3
Figure 5: Direct immunoﬂuorescence for deposits of IgG. Deposi-
tion of IgG was found between the epithelial cells.
redness, ulceration, and/or blister formation [5, 7–11].
NisengardandLevine[10]citedthefollowingasthestandard
in making a clinical diagnosis of DG: (1) gingival erythema
not resulting from plaque, (2) gingival desquamation, (3)
other intraoral and sometimes extraoral lesions, and (4)
complaint of sore mouth, particularly with spicy foods. It
is reported that most cases of DG are caused by several
mucocutaneous diseases [5, 7–9].
Mucous membrane pemphigoid and erosive lichen
planus are the most frequent causes of DG, accounting
for 48.9% and 23.6%, respectively, of all cases of DG
[8]. PV is the least common cause of DG (2.3%) [8].
Histopathological examination and DIF testing are necessary
to make a deﬁnitive diagnosis of the diseases responsible
for DG [5, 7, 9–11]. Considering PV is potentially fatal,
recognition of gingival lesions of DG, albeit rare, is essential
to deﬁnitive diagnosis, timely therapy, and followup. In the
present patient, it took about one year until a deﬁnitive
diagnosis of PV was made at our hospital after the ﬁrst
appearanceoforalsymptoms.Duringthisperiod,thepatient
visited a dental clinic, an otorhinolaryngology clinic, and an
internal medicine clinic, but deﬁnitive diagnosis of PV was
not rendered at any of these clinics. The reasons for delayed
diagnosis may be explained by: the patient’s PV symptoms
being conﬁned to the gingiva and being clinically very mild,
and the symptoms occurring in repeated cycles of remission
and exacerbation.
PV is an autoimmune disease that is characterized by
acantholysis in the epithelium [1]. The main antigen in PV is
desmoglein(Dsg)3,aproteinconstituentofthedesmosomes
[12]. Most patients with PV have circulating IgG autoan-
tibodies against Dsg3 [12, 13]. These antibodies bind to
the Dsg3 on the epithelial cell membrane and may evoke
acantholysis [12, 13]. Acantholytic cells are often found
in intraepithelial blisters. These cells show degenerative
changes, including round, swollen hyperchromatic nuclei
with a clear perinuclear halo in cytoplasm. Acantholytic
cells can be conﬁrmed in the cytological smear obtained by
exfoliating from the oral mucosa [14]. Coscia-Porrazzi et al.
[15] showed that acantholytic (Tzanck) cells were recognized
in 37 of the 40 PV patients and reported that performing
cytomorphologic studies is a useful method to screen the
cases suspected to be oral PV. In this report, we recognized
acantholytic cells in the cytological smear, which enabled
a presumptive diagnosis of PV to be made. However, it
is necessary to perform a biopsy since the appearance of
acantholytic cells alone does not allow a deﬁnitive diagnosis,
but only permits a presumptive diagnosis of PV.
Thisisbecauseacantholyticcellsmayalsoappearinother
diseases such as impetigo, Darier’s disease, transient acan-
tholytic dermatosis, viral infections, and carcinoma [16].
For the deﬁnitive diagnosis of PV, the following criteria
must be fulﬁlled: (1) the presence of appropriate clinical
lesion(s), (2) conﬁrmation of acantholysis in biopsy speci-
mens, and (3) conﬁrmation of autoantibodies in tissue or
serum,orboth[17].Inthepresentcase,adeﬁnitivediagnosis
of PV was made based on a general assessment of the
following ﬁndings: (1) positive Nikolsky’s phenomenon, (2)
presenceofacantholysisinbiopsyspecimens,and(3)ﬁnding
of antibody deposition between epithelial cells by DIF test.
4. Conclusion
This report describes the case of a patient presenting with a
one-year history of painful gingiva with intractable erosions,
who was ﬁnally diagnosed as having PV. Although PV is
an intraepithelial blistering disease, intact bulla formation
of the gingiva is rare and the disease manifests with non-
speciﬁc symptoms. Therefore, the diagnosis of PV tends to
be delayed. Clinical, histopathological, and immunological
examinations should be undertaken to obtain a deﬁnitive
diagnosis of PV. In patients with PV who have lesions
conﬁned to the oral cavity, close followup is essential, and
referral to specialists should be undertaken promptly in the
event of appearance of extraoral symptoms.
References
[1] C. Scully and M. Mignogna, “Oral mucosal disease: pemphi-
gus,” British Journal of Oral and Maxillofacial Surgery, vol. 46,
no. 4, pp. 272–277, 2008.
[ 2 ]C .S c u l l y ,O .P a e sD eA l m e i d a ,S .R .P o r t e r ,a n dJ .J .H .
Gilkes, “Pemphigus vulgaris: the manifestations and long-
term management of 55 patients with oral lesions,” British
Journal of Dermatology, vol. 140, no. 1, pp. 84–89, 1999.
[3] S. Kavusi, M. Daneshpazhooh, F. Farahani, R. Abedini, V.
Lajevardi, and C. Chams-davatchi, “Outcome of pemphigus
vulgaris,” Journal of the European Academy of Dermatology and
Venereology, vol. 22, no. 5, pp. 580–584, 2008.
[4] D. A. Sirois, M. Fatahzadeh, R. Roth, and D. Ettlin, “Diag-
nostic patterns and delays in pemphigus vulgaris: experience
with99patients,”Archives of Dermatology, vol. 136, no. 12, pp.
1569–1570, 2000.
[5] H. Endo, T. D. Rees, W. W. Hallmon et al., “Disease
progression from mucosal to mucocutaneous involvement
in a patient with desquamative gingivitis associated with
pemphigus vulgaris,” Journal of Periodontology, vol. 79, no. 2,
pp. 369–375, 2008.
[6] D. J. Zegarelli and E. V. Zegarelli, “Intraoral pemphigus
vulgaris,” Oral Surgery Oral Medicine and Oral Pathology, vol.
44, no. 3, pp. 384–393, 1977.4 International Journal of Dentistry
[7] H. Endo, T. D. Rees, M. Matsue, K. Kuyama, M. Nakadai, and
H. Yamamoto, “Early detection and successful management of
oral pemphigus vulgaris: a case report,” Journal of Periodontol-
ogy, vol. 76, no. 1, pp. 154–160, 2005.
[ 8 ]R .J .N i s e n g a r da n dR .S .R o g e r sI I I ,“ T h et r e a t m e n to f
desquamative gingival lesions,” Journal of Periodontology, vol.
58, no. 3, pp. 167–172, 1987.
[ 9 ]L .L .R u s s o ,S .F e d e l e ,R .G u i g l i ae ta l . ,“ D i a g n o s t i cp a t h w a y s
and clinical signiﬁcance of desquamative gingivitis,” Journal of
Periodontology, vol. 79, no. 1, pp. 4–24, 2008.
[10] R. J. Nisengard and R. A. Levine, “Diagnosis and management
of desquamative gingivitis,” Periodontal Insights,v o l .2 ,p p .4 –
10, 1995.
[11] H. Endo, T. D. Rees, F. Sisilia et al., “Atypical gingival man-
ifestations that mimic mucocutaneous diseases in a patient
with contact stomatitis caused by toothpaste,” The Journal of
ImplantandAdvancedClinicalDentistry,vol.2,no.2,pp.101–
106, 2010.
[12] M. Amagai, “Autoimmunity against desmosomal cadherins in
pemphigus,” Journal of Dermatological Science, vol. 20, no. 2,
pp. 92–102, 1999.
[ 1 3 ]K .E .H a r m a n ,M .J .G r a t i a n ,B .S .B h o g a l ,S .J .C h a l l a c o m b e ,
and M. M. Black, “A study of desmoglein 1 autoantibodies
in pemphigus vulgaris: racial diﬀerences in frequency and the
association with a more severe phenotype,” British Journal of
Dermatology, vol. 143, no. 2, pp. 343–348, 2000.
[14] M. D. Mignogna, L. Lo Muzio, P. Zeppa, V. Ruocco, and
E. Bucci, “Immunocytochemical detection of autoantibody
depositsinTzancksmearsfrompatientswithoralpemphigus,”
Journal of Oral Pathology and Medicine, vol. 26, no. 6, pp. 254–
257, 1997.
[15] L. Coscia-Porrazzi, F. M. Maiello, V. Ruocco, and M. Pisani,
“Cytodiagnosis of oral pemphigus vulgaris,” Acta Cytologica,
vol. 29, no. 5, pp. 746–749, 1985.
[16] C. Scully and S. J. Challacombe, “Pemphigus vulgaris: update
on etiopathogenesis, oral manifestations, and management,”
Critical Reviews in Oral Biology and Medicine, vol. 13, no. 5,
pp. 397–408, 2002.
[17] D. Mimouni, C. H. Nousari, D. L. Cummins, D. J. Kouba, M.
David, and G. J. Anhalt, “Diﬀerences and similarities among
expert opinions on the diagnosis and treatment of pemphigus
vulgaris,”JournaloftheAmericanAcademyofDermatology,vol.
49, no. 6, pp. 1059–1062, 2003.